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1 . (Currently Amended) A compound of the following formula I, eMB enantlomers, 
diastereomers, salts or motabo l ito and solvates thereof: 




N O 
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R2 is hydrogen, halogen, -CHO, alkyi, haloalkyi, (cycloalkyl)alkyl, alkenyl, alkynyl. alkoxyalkyi, 
haloalkoxyalkyi, alkoxy, aryloxy alkoxyalkoxy, cyano, hydroxy, hydroxyalkyi, nitro, 
-CH(ORi3)(ORi4), SI -(CH2)wY; with tho prov i co that whon io B, io not hydrogon, 
ha l ogon, a ll <yl, haloa l ky i , a l koxy, hydroxya l ky i , n i tro, (CHj y4fl4gR aj or NHSO^jRa gr 

R3 is heteroaryl; 

R 4 and Rfe aro oaoh indopondontly a l kyI, hydroxya ll <y l , cyoloa l ky i , hydroxy oubotitutod oyo l oa l ky i , 
a l koxya l ky i , or hydroxy substitutod a l koxya l kyi, or R4 and R^ together form a oyo l obutyl, 
cyc l oponty l , cyo l ohoxyl, t e trahydrofurany l or totrahydropyranyl nng wh i oh may bo opt i onally 
subst i tuted w i th on e or moro hydroxy group s ; 

Re is alkyI, hydroxyalkyi, haloalkyi, hydroxy substituted haloalkyi, cyoloalkyi, hydroxy substituted 
cyoloalkyi, (cycloalkyl)alkyl, hydroxy substituted (cycloalkyl)alkyl, aralkyi, alkoxy, hydroxy 
substituted alkoxy, alkoxyalkyi, hydroxy substituted alkoxyalkyi, or -NRieRi?; 

R7 is-(CH2)w-C02Ri5. -(CH2)w-(C=0)NRi6Ri7. -(CH2)w-NRi5(C=0)NRi6Ri7,-(CH2)w-CH20H, - 

(CH2)w-(C=0)Ri5, tetrazolyl, oxadiazolyl or triazolyl wherein said tetrazolyl, oxadiazolyl or 
triazolyl may optionally be substituted with hydrogen, alkyl, hydroxy or halogen; 

RsT R9O aod R9arR4e-and-R43are each independently hydrogen, halogen, alkyl, hydroxyalkyi, 

cyoloalkyi, (cycloalkyl)alkyl, aryl, heteroaryl, arylalkyi, alkylthioalkyl, alkoxy or alkoxyalkyi, or 
R9 and Rga together with the carbon atom to which they are bonded form a cyoloalkyi ring; 

R^-ancl-R^ ^ aro oaoh I ndopondont l y hydrogon, alkoxy, or together form a oarbony l ; 

Ri3 and R14 are alkyl or together form a five to six-membered ring; 

Ri5, R16 and R17 are independently hydrogen, alkyl, hydroxyalkyi, cyoloalkyi, (cycloalkyl)alkyl, 
alkoxyalkyi, aralkyi, heterocycloalkyi, aryl, heteroaryl or -(CH2)wQ. or Rie and R17 may 
together form a four to six-membered heterocyclic ring; 

n i s 1 or 2; 

wis 0, 1, or 2; 

Y is heteroaryl, -COOH, -COORis, -CONR19R20. -NR19R20, -NR19-OR20. -NR2i(C=0)R22, - 

NR2i(C=0)NRi9R2o. -N(Ri9)-(alk)-NR2i(C=0)R22, -NR2i(C=0)ORi8, -NR21SO2R22. -SO2R22, 
Q,RorS; 
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R is 




Sis O ; 

Ri8, Ri9, R20, R21 and R22 are each independently hydrogen, alkyi, haloalkyi, alkoxyalkyi, cycloalkyi, 
alkenyl, alkynyl, aryl, aralkyi, heteroaryl, or R19 and R20 may together form a four to seven- 



membered heterocyclic ring; 
R23 and R24 are each independently hydrogen, alky! or cycloalkyi, or may together form a three to 
seven membered cycloalkyi ring; 



X is 2, 3 or 4; 

R25, R26 and R27 are each independently hydrogen, alkyI or cycloalkyi, or R26 and R27 may together 

form a three to seven-membered cycloalkyi ring; 
R101, R102, R103, and Rio4 are each independently hydrogen, halogen, -CHO, alkyI, haloalkyi, 

(cycloalkyl)alkyl, alkenyl, alkynyl, alkoxyalkyi, haloalkoxyalkyi, alkoxy, alkoxyalkoxy, cyano, 

hydroxy, hydroxyalkyi, nitro, -CH(ORi3)(ORi4), or -(CH2)wY; 

wherein said rings; aryl alone or as part of another group; or heteroaryl alone or as part of 
another group may each optionally be substituted by one or more hydrogen, halogen, cyano, alkyI, 
hydroxyalkyi, alkoxy, nitro or trifluoromethyl groups[[;]L 

provid e d that wh e n f^ js A said compound is othor than 
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2. (Currently Amended) A compound of claim 1, wherein 




Ra Is hydrogen, alkvl. haloalkyi, (cycloalkyl)alkyl, alkoxyalkyi, haloalkoxyalkyi, alkoxy, alkoxyalkoxy, 
hydroxyalkyi, or -(CH2)wYi , or when R4 io D, i o hydrogen, a l kyi, ha l oa l kyi, 
(Gyoioal l <y l )alkyl, a ll <oxya l kyl. haioa ll <oxya ll <y l , ailtoxy, o i iwxya l koxy, hydroxyalky i , or ■ 

R3 Is Isoxazolyl pyridlzlnyl, pyrazinyl or pyrlmidlnyl, each optionally independently substituted with 
one to three substituents selected from hydrogen, halogen, cyano, alkyI, alkoxy, 
trifluoromethyl or nitro; 

R t and R fe aro oaoh indopondontly a ll <yl, oycloa l ky i , or R4 and togothorfonn a oyo l obuty l , 

oyolop e nty l or oyo l oh e xy l ring; 
Re is alkyI, haloalkyi, cycloalkyi or alkoxy; 
R7 is -CO2R15. -(C=0)NRi6Ri7 or -CHzOH; 

flsT R9,-R4^«td-R4a .aro oaoh i ndopondont l yj s.hydrogen, halogen, alkyi, cycloalkyi, alkoxy or 
alkoxyalkyi; 

Ru-af>d-R44 a aro oaoh indep e ndently hydrogon, alkoxy, or togeth e r form a oarbony l ; 

Ri5, R16 and R17 are independently hydrogen, alky! or cycloalkyi or Rie and R17 may together fomi a 

four to six-membered heterocyclic ring; 
n i s 1 or 2; 
w Is 0, 1 , or 2; 

Y is -COOR18, -NR2i(C=0)R22, -NR2i(C=O)NRi9R20. -NR2i(C=0)ORi8, 
-NR21SO2R22, -SO2R22 or Q ; 
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Qis 




Ri8, Ri9, R2o» R21 and R22 are each independently hydrogen, alkyi, cycloalkyi, or R19 and R20 may 

together form a four to seven-membered heterocyclic ring; 
R23 and R24 are each independently hydrogen, alky! or cycloalkyi, or may together form a three to 

seven membered cycloalkyi ring; 



X is 2, 3 or 4; 

R25, R26 and R27 are each independently hydrogen, alkyI or cycloalkyi, or R26 and R27 may together 

form a three to seven-membered cycloalkyi ring; 
R101. R102, R103, and Rio4 are each independently hydrogen, halogen, alkoxy or alkyl. 

3. (Currently Amended) A compound of claim 1 , wherein 



R2 is hvdroaen. alkvL haloalkyi, (cycloalkyl)alkyl, alkoxyalkyi, haloalkoxyalkyi, alkoxy, 
hydroxyalkyl.or -(CH2)wYi , or whon R4 i s D, R^ io hydrogen, alkyl, haloa l kyi, 
(cyc l oalkyl)alkyl, alkoxyalkyi, ha l oa l koxya l kyi, a l koxy, alkoxyalkoxy, hydroxyalky i , or 

R3 is isoxazolyl, optionally independently substituted with one or two substituents selected from 

hydrogen, halogen, cyano, alkyl, alkoxy, trifluoromethyl or nitro; 
R 4 and R^ ar e each indopondent l y alky l , cycloa l kyi, or R4 and R^ togothorform a cyclobuty l , 

cyolop e nty l or cycloh e xyl ring; 
Re is alkyl, haloalkyi, cycloalkyi or alkoxy; 
R7 is -CO2R15 or -(C=0)NRi6Ri7 ; 

^ R9 af>€[-R4 4) arc each i ndopondent l y js.hydrogen, halogen, alkyl, cycloalkyi, alkoxy or alkoxyalkyi; 




Ri is -B^ 
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R44-aH€t-R44 a togothor form a carbonyl; 

Ri5, R,6 and R17 are independently hydrogen, alkyi, or cycloalkyi or Rie and R17 may together form a 
four to six-membered heterocyclic ring; 



Qis O ; 

R18. Ri9. R20. R21 and R22 are each independently hydrogen, alkyI, cycloalkyi, or R19 and R20 may 

together form a four to seven-membered heterocyclic ring; 
R23 and R24 are each independently hydrogen, alkyI or cycloalkyi, or may together form a three to 

seven membered cycloalkyi ring; 



X is 2, 3 or 4; 

R25. R26 and R27 are each independently hydrogen, alkyI or cycloalkyi, or R26 and R27 may together 

form a three to seven-membered cycloalkyi ring; 
R101. R102, R103, and Rio4 are each independently hydrogen, halogen, or alkyl. 

4. (Currently Amended) A compound of claim 1, wherein 



is alkyl, haloalky i , (cyo l oa l ky l )a l kyl, alkoxya l ky i , holoalkoxyalky l , alkoxy, a l koxya l koxy, 

hydroxya l ky l .or (CHa )w Y; or when R^ -is-Or R2 is hydrogen, alkyl, haloalkyi, (cycloalkyl)alkyl, 
alkoxyalkyi, haloalkoxyalkyl. alkoxy, alkoxyalkoxy, hydroxyalkyi, or -(CH2)wY; 



n is 2; 

w is 0, 1 , or 2; 

Y is -NR2i(C=0)R22. -NR2i(C=0)NRi9R2o. -NR2i(C=0)ORi8. -NR21SO2R22, 
-SO2R22 or Q ; 





Ri is — Btf 
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R3 is isoxazol-5-yl or lsoxazol-3-yl independently substituted witli two substituents selected from 
alkyi or halogen; 

R 4 and Rfe arc oach indopondont l y alky l . cyc l oa ll <yl, or R4 and R» togothor forni a cyc l obutyl, 

oycloponty l or cyc l ohoxy l ring; 
Re is alkyl, haloalkyi, cycloalkyi or alkoxy; 
R7 is -(C=0)NRi6Ri7; 

^ R9^-aRd-R4 <, arc i ndopondontly js.H, alkyl, cycloalkyi, alkoxy or alkoxyalkyi; 
n is 2; 

w is 0, 1 , or 2; 

Y is -NR2i(C=0)R22. -NR2,(C=0)NRi9R2o, -NR2i(C=0)ORi8, -NR21SO2R22 
or Q; 



R18. Ri9, R20, R21 and R22 are each independently hydrogen, alkyl, cycloalkyi, or R19 and R20 may 
together fomn a four-, five-, six- or to seven-membered heterocyclic ring; 

R23 and R24 are each independently hydrogen, alkyl or cycloalkyi, or may together form a three to 
seven membered cycloalkyi ring; 



X is 2; 

R25, R26 and R27 are each independently hydrogen, alkyl or cycloalkyi, or R26 and R27 may 

together iorm a three-, four-, five, six- or seven-mennbered cycloalkyi ring; 
R101, R102. R103. and Rio4 are each independently hydrogen, halogen, or alkyl. 

5. (Original) A compound of claim 1 , wherein R3 is isoxazol-5-yl or isoxazol-3-yl 
independently substituted with two substituents selected from alkyl or halogen. 

6-17. (Cancelled) 




Q is 



o 




18. (Currently Amended) A compound of claim 1, wherein R2 is alkoxyalkyi^ atkyb haloalkyi 
or haloalkoxyalkyL 
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19. (Original) A compound of claim 18, wherein R3 is isoxazol-5-yl or lsoxazol-3-yl 
independently substituted with two substituents selected from alkyi or halogen. 

20. (Original) A compound of claim 1, wherein R2 is -CH2Y. 

21 . (Original) A compound of claim 20, wherein R3 is isoxazol-5-yl or isoxazol-3-yl 
independently substituted with two substituents selected from alkyI or halogen. 

22. (Original) A compound of claim 20, wherein Y is Q. 

23. (Original) A compound of claim 22, wherein R3 is isoxazol-5-yl or isoxazol-3-yl 
independently substituted with two substituents selected from alkyI or halogen. 

24-45. (Cancelled) 

46. (Original) A pharmaceutical composition for the treatment of an endothelin-dependent 
or angiotensin ll-dependent disorder, comprising a pharmaceutically acceptable vehicle or diluent 
and at least one compound of claim 1 in an amount effective therefor. 

47-48. (Cancelled) 

49. (Currently Amended) A compound of the formula 




Rl04 

wherein Ri, R2, R3. R101, R102, R103. and R104 are as defined in claim 1 ; and 
R51 is a suitable nitrogen protecting group. 



50. (Original) The compound of claim 49, wherein R51 is -CH2OCH2CH2OCH; 
-CH20CH2CH2Si(CH3)3, -CH2OCH3, or -CH20CH2-aryl. 



■3> 
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61 , (Original) N2-[[2 -[[(4,5-Dimethyl-3-isoxazolyl)amino]sulfonyl][1 ,1 -biphenyl]-4-yl]methyl]- 
N-methyl-N2-(1-oxobutyl)-L-valinamide or a salt, enantiomer or diasteriomer thereof. 

62-68. (Cancelled) 

69. (Currently Amended) A compound of claim €8 1, wherein R2 is hydrogen, alkyi, 
haloalkyi, alkoxyalkyi or haloalkoxyalkyi and R101, R102, R103. Rio4 are each independently hydrogen, 
halogen, or alkyl. 

70. (Currently amended) A compound of claim 1 wherein R2 is -CH2Y. 

71 . (Original) A compound of claim 70, wherein Y is Q. 
72-92. (Cancelled) 

93. (Original) The pharmaceutical composition of claim 46 further comprising at least one 
ACE inhibitor. 

94. (Original) The pharmaceutical composition of claim 93 wherein said ACE inhibitor is 
selected from captopril, zofenopril, fosinopril, ceranapril, alacepril, enalapril, delaprll, pentopril, 
quinapril, ramipril, or lisinopril. 

95. (Original) The pharmaceutical composition of claim 46 further comprising at least one 
vasopepsidase inhibitor. 

96. (Original) The pharmaceutical composition of claim 95 wherein said vasopepsidase 
inhibitor is selected from omapatrilat or gemopatrilat. 

97. (Original) The pharmaceutical composition of claim 46 further comprising at least one 
HMG CoA reductase inhibitor. 
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98. (Original) The pliarmaceutical composition of claim 97 wherein said HMG CoA 
reductase inhibitor is selected from pravastatin, lovastatin, atorvastatin, simvastatin, NK-104 or ZD- 

4522. 

99. (Original) The pharmaceutical composition of claim 46 further comprising at least one 
anti-platelet agent. 

100. (Original) The pharmaceutical composition of claim 99 wherein said anti-platelet agent 
is selected from clopidigrel, ticlopidine, CS-747 or aspirin. 

101 . (Original) The pharmaceutical composition of claim 46 further comprising at least one 
anti-diabetic agent. 

102. (Original) The pharmaceutical composition of claim 101 wherein said anti-diabetic 
agent is selected from biguanides or biguanide/glyburide combinations. 

103. (Original) The pharmaceutical composition of claim 46 further comprising at least one 
beta-adrenergic agent. 

104. (Original) The pharmaceutical composition of claim 103 wherein said beta-adrenergic 
agent is selected from carvedilol or metoprolol. 

105. (Original) The pharmaceutical composition of claim 46 further comprising at least one 
mineralocorticoid receptor antagonist. 

106. (Original) The pharmaceutical composition of claim 105 wherein said 
mineralocorticoid receptor antagonist is selected from spironolactone or epierenone. 

107-108. (Cancelled) 
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